Conclusions: Abatacept-treated pts had a lower incidence rate of OI compared with placebo. The OI and herpes infection incidence rates in the cumulative data are similar or lower to those reported in the literature.
Background:
The phase 3 MONARCH superiority study (NCT02332590) compared efficacy and safety of sarilumab (a human anti-IL-6Rα monoclonal antibody [mAb] ) 200 mg administered subcutaneously every 2 weeks (q2w), with adalimumab (an anti-TNF-α mAb) 40 mg administered q2w, in patients with active rheumatoid arthritis (RA) who were either intolerant of, or inadequate responders to methotrexate treatment. Sarilumab monotherapy demonstrated superiority to adalimumab monotherapy in reduction of disease activity and improvements in physical function and signs and symptoms of RA, with safety and tolerability consistent with IL-6R or TNF blockade. Objectives: To compare patient-reported outcomes (PROs) with sarilumab vs adalimumab from MONARCH. Methods: PROs assessed at baseline, weeks 12 and 24 included ACR components (Patient Global Assessment of Disease Activity [PtGA] , Pain visual analog scale [VAS] , Health Assessment Questionnaire Disability Index [HAQ-DI]), Medical Outcomes Study Short Form-36 (SF-36), Functional Assessment of Chronic Illness Therapy-Fatigue (FACIT-F), Morning Stiffness VAS, RA Impact of Disease (RAID) and RA-specific Work Productivity Survey (WPS-RA). Least-squares mean (LSM) between-group differences were determined by mixed-model for repeated measures with treatment, visit, treatment-by-visit interaction and region as fixed effects, and the corresponding baseline PRO scores as continuous covariates. A P-value <0.05 was considered statistically significant for PROs in a predefined hierarchy (ACR components, SF-36 physical component summary [PCS] , FACIT-F and SF-36 mental component summary [MCS] scores). For PROs not in the hierarchy, significance is not claimed. Changes from baseline were compared with published values for minimum clinically important differences (MCIDs). Results: Baseline demographics, disease characteristics and PROs were generally balanced between treatment groups (n=184 sarilumab; n=185 adalimumab). Improvements from baseline to week 24 were greater with sarilumab vs adalimumab across PtGA, Pain VAS, HAQ-DI, SF-36 PCS, Morning Stiffness VAS, RAID and WPS-RA global scores (all P<0.05, statistical significance is claimed only for PROs in the hierarchy; see table). Between-group differences in FACIT-F and SF-36 MCS scores were not significant. Improvements ≥MCID were reported by a greater percentage of patients with sarilumab than adalimumab for HAQ-DI (≥0.22 units), RAID (≥3 units), SF-36 PCS (≥2.5), and Morning Stiffness VAS (≥10) (all nominal P<0.05). Background: Rheumatoid arthritis (RA) is an autoimmune disease characterized by chronic inflammation that can lead to progressive bone and joint damage. The cytokine interleukin-6 (IL-6) is implicated in inflammatory pathways associated with bone and cartilage degradation in RA. Inhibition of IL-6 signaling by sirukumab (SIR), an anti-IL6 cytokine monoclonal antibody, was shown to significantly reduce structural damage progression, relative to placebo (pbo), in disease-modifying antirheumatic drug inadequate responder (DMARD-IR) RA patients (pts) in the Phase 3 SIRROUND-D study. Objectives: To investigate the mechanism of SIR on joint tissue remodeling, a panel of serum biomarkers associated with matrix metalloproteinase (MMP)-driven interstitial matrix and basement membrane degradation (C1M, C3M, C4M), bone turnover (β-isomerized C-terminal telopeptides of type I collagen, CTX-I), osteoblast formation (osteocalcin/NMID), synovial destruction (MMP-3), and tissue inflammation (MMP-mediated destruction of CRP/CRPM) were assessed in pts with moderate to severe RA from SIRROUND-D. Methods: Serum samples from a sub-cohort of SIRROUND-D (for whom radiographic data were available) were analyzed ad hoc for the following biomarkers: C1M, C3M, C4M, CRPM, MMP-3, CTX, and osteocalcin. Samples from 100 pts treated with pbo and methotrexate (MTX) and 100 pts treated with SIR 50mg q4w + MTX were tested. Biomarkers were measured in all pts at baseline (BL) and Wk 4; samples from SIR and pbo-treated pts (50/group) were tested at Wk 52. Differences between groups were evaluated by comparing within-subject log 2 ratio of Wk 4 or Wk 52 over BL values between treatment groups. Structural damage progressors versus non-progressors were defined based on changes from BL in Sharp/van der Heijde score (SHS) at Wk 52 (≥5 vs <5) . Differences between groups were tested using General Linear Models. Results: SIR significantly reduced serum levels of C1M (-48%), C3M (-30%), C4M2 (-42%), and CRPM (-22%) by Wk 4 vs pbo (P<0.001), with similar reductions observed at Wk 52; MMP-3 levels were more substantially decreased by SIR at Wk 52 (-39%) vs Wk 4 (-20%). In contrast, treatment with SIR resulted in increased levels of CTX-I (+20%) and osteocalcin (+12%) by Wk 4 (P<0.001; Figure 1 ). As 95% of the total study population included in this biomarker analysis did not progress (defined as ≥5 Wk 52 change in SHS), we were unable to demonstrate an association between changes in pharmacodynamic markers and radiographic progression. Nor were significant associations with pharmacodynamic changes with SIR treatment observed for comparisons among patients grouped by Wk 52 changes in SHS of ≥5 (n=5), <5 to ≥0.5 (n=41), and <0.5 (n=51 Background: A number of studies have revealed that reduction of biological disease-modifying anti-rheumatic drugs (bDMARDs) is possible for some rheumatoid arthritis (RA) patients in whom bDMARD treatment has induced clinical remission or low disease activity. For tocilizumab (TCZ), while there have been studies concerning tapering, there have been no studies regarding which tapering option is better in RA after clinical remission has been achieved: a dose reduction strategy (DRS) or an interval spacing strategy (ISS). We previously demonstrated that a twin target strategy [targeting both a simplified disease activity index (SDAI) score of less than 3.3 and normalization of matrix metalloproteinase (MMP) 3 levels] can achieve effects non-inferior to standard care with regard to maintaining clinical remission in the rT-4study. Objectives: To evaluate any significant differences that may be present between the two strategies (DRS and ISS) while tapering TCZ in RA patients who satisfied the SDAI remission and MMP-3 normalization targets under the twin target scheme. Methods: DRS was used in patients treated with intravenous (IV) TCZ, whereas ISS was used for those treated by subcutaneous injection (SC). 57 RA patients who demonstrated SDAI remission and MMP-3 normalization using TCZ (IV, n=42; SC, n=15) participated. Dose reduction methodology (every 3 months): DRS-dose reduced by 80mg; ISS-period between injections increased by one week; up to a minimum dose of: DRS-80 mg every 4 weeks; ISS-162 mg every 6 weeks. The dose was reverted to the previous level in the event that the target scores were exceeded, and the lower dose was eventually reattempted after the target was re-achieved. The primary outcome was the difference in the number of the times when a patient's SDAI exceeded 3.3 across the four time points. Results: Fifty-five patients completed the observation period of 12 months and were analyzed (ITT). There were differences in the number of the times which SDAI scores exceed the target over the 12 months in the DRS group vs the ISS group: 2.4±1.7 and 0.9±1.2, respectively (p=0.0027). DRS had a duration (months) of maintained SDAI remission significantly shorter than that of ISS (3.9±5.0 vs 7.4±5.1, p=0.0213). At month 12, the proportions for DRS and ISS, respectively, for mTTS≤0.5 were 71.4 and 66.7% (p=0.7293); for maintained HAQDI=0 were 83.3 and 66.7 (p=0.4227) and for AE were 81.0 and 46.7 (p=0.0112). The total dose for TCZ in DRS tended to be lower than that for ISS (1367±840vs 1626±583mg, p=0.0824). The rate of total TCZ reduction showed a significant difference between DRS and ISS (29.3±15.2% vs41.8±15.0%, p=0.0037). Comparing three groups consisting of 400mg<, 401<<500mg and 500mg< across the DRS with ISS groups, there were significantly greater number of times when SDAI exceeded 3.3 in the DRS vs the ISS group; 2.3±1.6, 2.7±1.8 and 2.4±1.9, p=0.0395. Conclusions: ISS using the twin targets as defined by the rT-4 study is an excellent strategy that is both safe and cost-effective for RA patients who are both being treated with TCZ and have reached said targets. Genentech, Inc., South San Francisco, CA, United States Background: Tocilizumab (TCZ) is a recombinant humanized monoclonal antibody targeted against the interleukin-6 receptor that was approved to treat rheumatoid arthritis (RA) in the EU in 2009 and in the US in 2010. TCZ has now completed long-term extension (LTE) follow-ups in a number of intravenous and subcutaneous RA trials. Objectives: To provide an updated report on the incidence of safety events during TCZ treatment in patients with RA using data from multiple completed clinical trials and their LTEs, as well as to provide an update from the global TCZ postmarketing safety database. Methods: Incidence and reporting rates of adverse events (AEs) of special interest, including infections, malignancies, anaphylaxis, bleeding events, myocardial infarctions, gastrointestinal perforations, strokes, hepatic events and demyelination, were estimated from 2 distinct patient data sets. Incidence rates were calculated from 12 completed TCZ RA clinical trials and their LTE periods and are reported as events per 100 patient-years (PY). Reporting rates were also estimated from the global TCZ postmarketing safety database (Oct 2008 to Oct 2015 , which includes information from all spontaneously reported cases and non-interventional programs as well as literature cases, and are reported as cases per 100 patients.
Conclusions

Results:
The clinical trial all-exposure population consisted of 7647 TCZ-treated patients with RA (81.6% female; mean [SD] age, 52 [12.6] years), constituting 22,394 PY (mean follow-up, 2.93 years) of exposure. The overall rate (95% CI) of serious AEs in the clinical trial population was 14.16 (13.67-14.66) per 100 PY. Overall incidence rates for individual events for the clinical trial population are reported in the Table and were consistent in each 6-month period over the 5-year duration. The global postmarketing population included 606,937 patients. The overall spontaneous reporting rate (range) of AEs of special interest in the postmarketing population was 9.37 (7.35-10.56) cases per 100 patients. Reporting rates of individual safety events of interest in the global postmarketing population are shown in the Table and were consistent in each 6-month period over the 7-year duration.
Conclusions:
The safety profile of TCZ in the current analysis, which includes information about safety events from 12 clinical trials and their LTEs and across 7 years of real-world postmarketing reports encompassing ≈ 600,000 patients, was consistent with previous safety reports. These findings are consistent with the previously reported profile of TCZ and indicate that there is no evidence of increased safety risk with increasing exposure to TCZ.
